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Atty. Docket No.: LEX-0068-USA 



RFSPONSE TO OFFICE A^TON DATED MAY 5, 2003 



Mail Stop AF 

Assistant Commissioner for Patents 

Alexandria, VA 22313 
Sir: 

The Applicants acknowledge the receipt of the Office Action ("the Action") mailed on 
May 5, 2003 (Paper No. 17), which has been carefully reviewed and studied. Reexamination and 
reconsideration of the applied 

the Examiner's evaluation of the application, Applicants have attempted to address the rejections in 
Paper No. 17 in the same order in which they were originally raised. 

A Petition for an Extension of Time of one month to and including September 5, 2003, and 
authorization to deduct the fee as required under 37 C.F.R. § 1.17(a)(1) from Applicants' 
representatives Deposit Account are included. The response is thus timely filed. Applicants believe 
no fees in addition to the fee for the extension of time are due in connection with this response. 
However, the Commissioner is authorized to charge any additionally required fees or credit any 
overpayment to Deposit Account No. 50-0892. 



1 



RESPONSE 



I. status nf the Claims 

No claims have been cancelled. No claims have been amended. No new claims have been 

added. 

Claimsl-8 are therefore presentlypendinginthecase. FortheconvenienceoftheExaminer, 
a clean copy of the pending claims is attached hereto as Exhibit A. 

II. Re jection of Claims 1-8 U "Her 35 TT.S.C. § 101 

TheActionfirstrejectsclaimsl-8under35U.S.C.§101,asallegedlylackingapatentable 

utility. Applicants respectfully traverse. 

In Applicants' response filed on February 21 , 2003 ("response to the Second Action") to the 
SecondOfficeActioninthiscase,whichwasi S su e donSeptember24,2003("theSecondAction"), 
Applicantsnotedthatthespecificationasoriginallyfiledindicates that the presently claimed galanin 

frequences areinvolvedina^ 

at page 1, line 34). Applicants also pointed out that this phenotype was confirmed in genetically 
engineeredmicethatlackthemurinehomologofthepresentlyclaimedsequenceCsupportforsuch 

"knockout" micecanbefound,forexample,inthespecification at page 1, lines 14- 15, and page 2, 
lines27-28).Knockoutmicewerecreatedinwhichaportionofthemurinehomologofthepresently 

claimed sequence was deleted. The knockout mice were then subjected to a well known peritoneal 
inflation assay, which invo^^ ^ 
homozygous knockout animals showed an increase in total white blood cells compared to a wild-type 
control, consistent with, as set forth in the instant application, the stated role of this protein in 
inflammation. Thus, the present claims clearly meet the requirements of 35 U.S.C. § 101. 

TheExaminerstates that this asserted utility "is credible, but not specific or substantial" (Action 
atpage3). The Examiner sets forth a number of arguments why Applicants' asserted utility is not 
"specificorsubstantial". First, theExaminer states that "(t)he specification does not specifically disclose 
thegenerationofknc^koutmicelackingthemurinehomologoftheclaimedpolynucleoti^ 
bridging pages 3 and 4). Applicants respectfully disagree. The specification as originally filed clearly 
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states that »(t)he invention encompasses ... genetically engineered animals that either lack or over 
express(*c)measclosedse^^ 

also encompasses ... transgenic animals that express a NHP transgene, or 'knock-outs' (which can be 
condition a l)thatdonotex P re S safunctionalNHP''(specificationatpage2,linesl7-28).Thus,the 

broad class of knockout animals, which by definition includes knockout mice, lacking the orthologous 
sequence that corresponds to the claimed sequence are clearly supported by the specification as 
originally filed. Furthermore, that the specification does not specifically single out knockout mice, while 
potentiallyrelevantto written description questions, is irrelevant to the 
the Examiner's argument does not support the alleged lack of utility. 

Second, the Examiner states that "(Qhe specification also does not disclose subjecting the 
knockout animals to intraperitoneal inflammation assays to assess the immune system challenge with 
zymosan" (Action at page 4). Applicants respectfully point out that the zymosan assay is well known 

tothoseofdrillmtheart.ha^ 

Am. J. Pathol. 99:73 1-740, 1980; abstract provided in Exhibit B). As a matter of law, it is well 
settled that a patent need not disclose what is well known in the art. In re Wands, 8 USPQ 2d 1400 
(Fed. Cir. 1988). Therefore, this argument also does not support the alleged lack of utility. 

Third, the Examinerarguesthat"(t)he specification doesnot teach anydiseases or conditions 

(particularly inflammation) that are associated with a mutated, deleted, or translocated gene of the 
instantapplication" (Action at P age4). Once again, Applicants respectfully disagree. The specification 
asoriginallyfiledclearly^^^ 

asaNffi>)isagalaninprotein(see,atleast,thespecificationatpagel,lineslO-ll,page2,lines5-ll, 
andSection5.1),that "galanins have been associated with ... inflammation" (specification at page 1, 
Hnes32-33),and,moredirectly^^ 

such as ... an inflammatory disorder" (specification from page 8, line 37 to page 9, line 2). Thus, once 
again, the Examiner's argument does not support the alleged lack of utility. 

Therefore, as the physiological role of the presently claimed sequence in inflammation, as set 
forth in the specification as originally filed, has been confirmed by Applicants in knockout animals that 
lacktheorthologoussequencecorrespondingtotheclaimed sequence, which is clearly supported in 
the specification as originally filed, me present claims clearly meet me requirements of 35 U.S.C. § W 
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As set forth in In re hanger (183 USPQ 288 (CCPA 1974); "Langer"): 

As a matter of Patent Office practice, a specification which contains a disclosure of 
utility whichcorresponds in scope to the subject matter sought to be patented must be 
taken as sufficient to satisfy the utility requirement of § 10 1 for the entire claimed 
subjectmatterunlessmereisareasonforoneskilledinmearttoquestiontheobje 

truth of the statement of utility or its scope. 
Lunger at 297, emphasis in original. As set forth in the MPEP, "Office personnel must provide 
evidence sufficienttoshowmatthestatementofassertedutiUtywouldbeconsidered 'false' by aperson 
of ordinary skill in the art" (MPEP, Eighth Edition at 2 100-40, emphasis added). Thus, absent such 
evidencefromtheExanto^ 

present claims clearly meet the requirements of 35 U.S.C. § 101. 

Furthermore, given the obvious medical relevance of the presently claimed sequences, 
Applicantspointedoutinthe^ 

appreciate the importance of tracking the expression of the genes encoding the described proteins , 
particularlydue to their loleM 

atpage5,lines2-4.TheActionalsoquestionsmisutility,statingfirstmat"theclaimed 
i S notdisclosedashavingaspecificutilit y ,orhavinganyproperty...thatcanbespecificallyuseful" 

(ActionatpageS). As set forth in detail above, this is clearly not the case. Applicants have clearly 
assertedthatmeclaimed^ 

readily understand that the identification of the physiological role of the claimed sequence in 

inflammationiscertainlyuseful.^^ 

inanarrayforscreemngpur^ 

array is dependent on the pattern derived from the array, and says nothing with regard to each 
individuals 

sequenceshavethegr^estspecificutilityingenechipapplications once the role of the sequence has 
beenid e ntified,asinthepresentcase. Once the role of the particular nucleic acid is known, the level 
of gene expression has and even greater significance. By identifying the physiological role of the 
claimed sequence, specifically the role of the claimed sequence in inflammation, the claimed sequence 
has a far greater utility in gene chip applications that just any random piece of DNA. The Action 
concludes that "this isautility which («c) would apply to virtually ever («c) member of a general class 
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of materials, such as any collection of proteins or DNA" (Action at page 5). First, as the physiological 
roleofthepresentlyclaimedsequencehas been setforth, the present sequence is notjust any piece of 
DNA,asdetailedabove. Second, the Examiner appears to be confusing the requirement for a specific 
utility, which is me properstandardforuuhtyunder35U^ 

utility, whichisdearlyanirr^roperstandard. As clearly stated by the Federal Circuit in Carl Zeiss 
Stiftung v. Renishaw PLC, 20 USPQ2d 1101 (Fed. Cir. 1991; "Carl Zeiss"): 

An invention need not be the best or only way to accomplish a certain result, and it 
need only be useful to some extent and in certain applications: "[T]he fact that an 
inventionhasonlylimited utility and is only operable in certain applications is not 
grounds for finding a lack of utility." Envirotech Corp. v. Al George, Inc. , 221 USPQ 
473, 480 (Fed. Cir. 1984) 
Thereforejust because other nucleic acid sequences find utiUty in gene chip applications does not mean 
thattheuseof Applicants' sequence in gene chip applications is not a specific utility. Furthermore, the 
requirementforauniqueutilityisclearlynotthestandardadoptedbymePatent^ 
Ifevery invention were required to have a unique utility, the Patent and Trademark Office would no 
longer be issuing patents on batteries, automobile tires, golf balls, golf clubs, and treatments for a variety 
of human diseases, such as cancer and bacterial or viral infections, just to name a few particular 
examples, because examples of each of these havealready been described and patented. All batteries 
have theexact same utility - specifically, to provide power. All automobile tires have the exact same 
utility-specifically.foruseonautomobiles.Allgolfballsandgolfclubshavetheexactsameutility- 

s P ecifically,use in the game of golf. All cancer treatments have theexact same utility -specifically, to 
treat cancer. All anti-infectious agents have the exact same broader utility - specifically, to treat 
infections-However^nlythebriefestperusalofvirtuallyanyissueof the Official Gazette provides 

numerous examples of patents being granted on each of the above compositions every week . 
Furthermore,ifacomposition needed to be unique tobe patented, the entire class and subclass system 
would be an effort in futility, as the class and subclass system serves solely to group such common 
inventions, which would not be required if each invention needed to have a uniaue utility. Thus, the 
present sequence clearly meets the requirements of 35 U.S.C. § 101. 

Although Applicants need only make one credible assertion of utility to meet the requirements 
of 35 U.S.C. § 101 (Raytheon v. Roper, 220 USPQ 592 (Fed. Cir. 1983); In re Gottlieb, 140 
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USPQ 665 (CCPA 1964); In re Malachowski, 189 USPQ 432 (CCPA 1976); Hoffman v. Klaus, 
9 USPQ2d 1657 (Bd. Pat. App. & Inter. 1988)), Applicants detailed in the response to the Second 
Action that as a farther example of the utility of the presently claimed polynucleotides, as described in 
the specification at least at page 7, line 20, the present nucleotide sequence has a sjjecific utility in 
determimngthegenorrucst™^^ 

protein encoding regions. This is evidenced by the fact that SEQ ID NO: 1 can be used to map the 
5codingexonsonhumanchromosomel9(presentwithinGenbankAccessionNumberAC024580, 

whichisaclonefromhumanchromosomeig-.alignmentandfirstpagefromGenbarJcrecordshown 
inExWbitC).Clearly,mep^ 

region ofhuman chromosome 19 that contains the gene encoding the given polynucleotide, a utility not 
shared by virtually any other nucleic acid sequences. In fact, it is this specificity that makes this 
particular sequence so useful. Early gene mapping techniques relied on methods such as Giemsa 
stainingtoidentify regionsof chromosomes. However,such techniques produced genetic maps with 
aresolution of only 5 to 10 megabases, far too low to be of much help in identifying specific genes 
involved in disease. The skilled artisan readily appreciates the significant benefit afforded by markers 
that mapaspecificlocusofthehumangenome,suchasthepresentnucleicacidsequence. Thus, the 

present claims clearly meet the requirements of 35 U.S.C. § 101. 

Equallysignificantis that the claimed polynucleotide sequences define how the encoded exons 
are actually spliced together to produce an active transcript (i.e., the described sequences are useful 
forfunctionallydefiningexon splice-junctions). The presently claimed sequence clearly identified the 
intron/exon boundaries, as described above. The specification details that "sequences derived from 
regions adjacent to the intron/exon boundaries ofthe human gene can be used to design primers for use 
in amplification assays to detect mutations within the exons, introns, splice sites (e.g. , splice acceptor 
and/or donor sites), ,rc, that can be used in diagnostics and pharmacogenomics" (specification at page 
7, lines 21-26). Thus, the present claims clearly meet the requirements of 35 U.S.C. § 101. 

The Action also questions these asserted utilities, stating that "(s)uch assays can be performed 
with any polynucleotide" (Action at page 7). The Examiner once again seems to be confusing the 
requtementsofasE^utm^ 

sequences could be used to map the protein coding regions in this specific region of chromosome 19 
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does not mean that the use of Applicants' sequence to map the protein coding regions of 
chromosome 19 is not a specific utility (Carl Zeiss Stiftung v. Renishaw PLC, supra). 

Finally, while Applicants are well aware of the new Utility Guidelines set forth by the USPTO, 
it has been long established that the current rules regarding the examination of patent applications is and 
always has been thepatentlawsassetforthin35U.S.C.andthepatentrules as setforthin37C.F.R., 

not theManualofPatentF^arninationProcedure or particular guidelines for patent examination set forth 
by the USFTO. Furthermore, it is the job of the judiciary, not the USPTO, to interpret these laws and 
rules. Applicants point out that guidelines that are not consistent with the patent laws, or the 
interpretation of these laws by the judicial branch, are not the final word in determining whether or not 
claims complywithanyparticular section of the patent laws. Applicants are unaware of any significant 
recentchangesineither35U.S.C.§101,orintheinterpretationof35U.S.C.§101bytheSupreme 

Court ortheFederalCircuitthatisinkeepingwimmenewUtilityGuidelinessetforthb^ 
Thisis underscoredbynumerous patents that have been issued over the years that claim nucleic acid 
fragments that donot comply with the new Utility Guidelines. As examples of such issued U.S. Patents, 
theExaminerisinvitedtoreviewU.S.PatentNos.5,817,479,5,654,173,and5,552,281(eachof 
which claim short polynucleotides), none of which contain examples of the "real-world" utilities that 
seemtoberequiredin the Action. As issued U.S. Patents are presumed to meet aU of the requirements 
for patentability, including 35 U.S.C. §§ 101 and 112, first paragraph (see Section TH, below), 
Applicants submit that the presently claimed polynucleotides must also meet the requirements of 
35 U.S.C. § 101 . While Applicants understand that each patent application is examined on the basis 
of its individual merits, Applicants are unaware of any changes to 35 U.S.C. § 101, or in the 
interpretation of 35 U.S.C. § 101 by the Supreme Court or the Federal Circuit, since the issuance of 
these patents that render the subject matter claimed in these patents, which is similar to the subject 
matter in question in the present application, as suddenly non-statutory or failing to meet the 
requirements of 35 U.S.C. § 101. The requirement of Applicants to meet a different standard of utility 
in the present case would be arbitrary and capricious, and cannot stand. 

For each of the foregoing reasons, as well as the reasons set forth in the response to the Second 
Action, as well as the reasons set forth in Applicants' response filed on July 1 , 2002 to the previous 
Office Action mailed on April 1 , 2002, Applicants submit that as the presently claimed nucleic acid 
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molecules have been shown to have a substantial, specific, credible and well-established utility, the 
rejection of claims 1-8 under 35 U.S.C. § 101 has been overcome, andrequest that the rejection be 

withdrawn. 

HI. p» j^tinn nf Clai ™ 1 -* TTnrier 35 TT S C. $ 112, First Paragraph 

The Action nextrejects claims 1-8 under 35 U.S.C. § 11 2, first paragraph, since allegedly one 

skilledintheartwouldnot^^ 

by a specific, substantial, and credible utility or a well-established utility. Applicants respectfully 

traverse. 

Applicantssubrnitthatasclaimsl-8havebeenshowntohave"aspecific,substantial,and 
credible utility", as detailed in section E above, the present rejection of claims 1-8 under 
35 U.S.C. § 112, first paragraph, cannot stand. 

Applicants therefore request that the rejection of claims 1-8 under 35 U.S.C. § 1 12, first 

paragraph, be withdrawn. 
IV. Conclusion 

Thepresentdocumentisafull and complete response to the Action. In conclusion, Applicants 
subrmtthat,inlightoftheforegoingremarks,thepresentcaseisinconditionforallowanc^ 

favorableactionisrespectfullyrequested. Should Examiner Bunner have any questions or comments, 
orbelievethatcertainamendmentsoftheclaimsmightservetoimprovetheirclaritv^ 

to the undersigned Applicants' representative is earnestly solicited. 



Sp ptp.mhftr 5. 2003 



Respectfully submitted, 



Date David W. Hibler Reg. No. 41,071 

Agent for Applicants 

LEXICON GENETICS INCORPORATED 
8800 Technology Forest Place 
The Woodlands, TX 77381 
(281) 863-3399 
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Exhibit A 

Clean Version of The Pending Claims in U.S. Patent Application Ser. No. 09/689,911 

1 . (Previously Presented) An isolated nucleic acid molecule comprising the nucleotide 
sequence of SEQ ID NO: 1. 

2. (Previously Presented) An isolated nucleic acidmolecule comprising a nucleotide sequence 

that: 

(a) encodes the amino acid sequence shown in SEQ ID NO: 2; and 

(b) hybridizes to the nucleotide sequence of SEQ ID NO: 1 or the complement 
thereof under highly stringent conditions of 0.5 M NaHP0 4 , 7% sodium 
dodecyl sulfate (SDS) and 1 raM EDTA at 65°C and washing in 0.1 x 
SSC/0.1%SDSat68°C. 

3. (Original) An isolated nucleic acid molecule comprising a nucleotide sequence that encodes 
the amino acid sequence shown in SEQ ID NO: 2. 

4. (Previously Presented) An isolated nucleic acid molecule comprising a nucleotide sequence 
that encodes the amino acid sequence from amino acid number 33 to amino acid number 14 1 of SEQ 
TDNO:2. 

5. (Previously Presented) A recombinant expression vector comprising the nucleic acid 
molecule of claim 4. 

6. (Previously Presented) The recombinant expression vector of claim 5 , wherein the nucleic 
acid molecule compri ses a nucleotide sequence that encodes the amino acid sequence shown in SEQ 
ID NO: 2. 

7. (Previously Presented) The recombinant expression vector of claim 6, wherein the nucleic 
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acid molecule comprises the nucleotide sequence of SEQ ID NO:l. 
8. (PreviouslyPresented)Ahostcellcom^ 
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